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BACKGROUND: lnfliximab has very limited crossreactiivity and binds only to human and chimpanzee
TNFa. The sponsor has produced a highly analogous mouse-rat chimeric antibody directed at mouse
TNFa which is designated cV1  q by replacing the rat heiavy  and light chain constant domains with those
from a mouse lgG2a antibody. Prior to initiating multipINe dose toxicity studies (i.e. fertility and general
reproduction and 6-month  chronic studies) with cVlq in mice, a pharmacokinetic and tolerance study was
conducted to assure that at least 3 months of once wee!kly  intravenous dosing would be tolerated and that
high cV1  q serum levels could be maintained (see review below). Dosing was consistent with
pharmacologically active doses and schedules utilized in murine activity models. Development of mouse
anti-chimeric antibodies (MACA) were evaluated; cVlq proved to be sufficiently nonimmunogenic in mice
such that long term studies are feasible and pharmacologically relevant to assessing risk of the human
drug.

INTRODUCTION: This is the - BLA for infliximab. There are two toxicology issues new to this file.
The first issue is the chronic dosino  reoimen proposed for the RA  indication, necessitating the conduct of
a new chronic toxicology study. This decision is in keeping with two ICH documents, M3 and S6,
pertaining to clinical risk assessment of drugs and biologic therapies. CVl q is currently being dosed in
mice for 6 months. While the starting date for the chronic toxicology study was originally intended to
provide draft toxicology data to the BLA during its review period at FDA, the study start was delayed due
to a production setback. Since cVlq is analogous and Inonidentical  to the human product, we have
agreed with the sponsor that the study could be completed and reported post approval. Study results are
expected for submission to FDA in the year 2000. Based  on the broader clinical population treated with
infliximab, it was desirable from a public health perspective to evaluate the effects of infliximab on
additional reproductive endpoints. The sponsor evaluated cV1  q in mice in a study of male and female
fertility and general reproductive performance (see review below).

REGULATORY CONCLUSIONS: These studies (completed and in progress) are adequate to support
the proposed labeling for the current clinical indication. No changes to the sponsor’s proposed wording
are required. See Dr. Matthew’s review regarding clinical issues.

CONCLUSIONS: Based on review of the pharmacology and toxicology data, the safety of infliximab is
adequately supported, and no objection is offered to approving this licensing application. The review is
provided as an attachment to this cover sheet.
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